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EXECUTIVE SUMMARY 


This is a review of the proposed modification to the single, shared system Risk Evaluation and Mitigation 
Strategy (REMS) for mifepristone 200 mg (hereafter referred to as the Mifepristone REMS Program) 
submitted by Danco Laboratories, LLC (Danco) for new drug application (NDA) 020687 and by 
GenBioPro, Inc. (GBP) for abbreviated new drug application (ANDA) 091178. The Sponsors submitted 
proposed modification to the Mifepristone REMS Program on June 22, 2022, and amended their 
submissions on October 19, 2022 (Danco), October 20, 2022 (GBP), November 30, 2022 (both), 
December 9, 2022 (both) and December 16, 2022 (both). 


The Mifepristone REMS Program was originally approved on April 11, 2019, to mitigate the risk of 
serious complications associated with mifepristone 200 mg. The most recent REMS modification was 
approved on May 14, 2021.? The Mifepristone REMS Program consists of elements to assure safe use 
(ETASU) A, C and D, an implementation system, and a timetable for submission of assessments of the 
REMS. 


The Sponsors submitted the proposed modification to the REMS in response to the Agency’s REMS 
Modification Notification letters dated December 16, 2021, which required removal of the requirement 
that mifepristone be dispensed only in certain healthcare settings, specifically clinics, medical offices, 
and hospitals (i.e., the “in-person dispensing requirement”) and the addition of certification of 
pharmacies that dispense the drug. 


In addition, the following were addressed during the course of the review: 
e revisions to the REMS goal to align with the updated REMS requirements. 
e replacing serial number with recording of NDC and lot number of mifepristone dispensed. 
e additional edits for clarification and consistency in the REMS Document and REMS materials 
(Prescriber Agreement Forms, Patient Agreement Form, and Pharmacy Agreement Forms). 


The review team finds the proposed modification to the Mifepristone REMS Program last submitted on 
December 16, 2022, to be acceptable and recommends approval of the REMS modification. The 
proposed REMS modification includes changes to the REMS goal, additional REMS requirements for 
prescribers to incorporate dispensing from certified pharmacies and new REMS requirements for 
pharmacy certification. 


The proposed goal of the modified REMS for mifepristone 200 mg is to mitigate the risk of serious 
complications associated with mifepristone by: 


a) Requiring healthcare providers who prescribe mifepristone to be certified in the 
Mifepristone REMS Program. 


b) Ensuring that mifepristone is only dispensed by or under the supervision of certified 
prescribers, or by certified pharmacies on prescriptions issued by certified 
prescribers. 


c) Informing patients about the risk of serious complications associated with mifepristone. 


* The May 14, 2021 REMS modification approved the inclusion of gender neutral language in the Patient 
Agreement Form as well as corresponding minor changes to the REMS document to be consistent with the 
changes made to the Patient Agreement Form. 
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The timetable for submission of assessments of the REMS was modified to one year from the date of the 
approval of the modified REMS and annually thereafter. The assessment plan was revised to align with 
the changes to the REMS and capture additional metrics for drug utilization and REMS operations. 


The modified REMS includes ETASU A, B and D, an implementation system, and a timetable for 
submission of assessments of the REMS. Mifepristone will no longer be required to be dispensed only in 
certain healthcare settings, specifically clinics, medical offices, and hospitals (referred to as the “in- 
person dispensing requirement” for brevity) and will be able to be dispensed from certified pharmacies. 


1. Introduction 


This review evaluates the proposed modification to the single, shared system Risk Evaluation and 
Mitigation Strategy (REMS) for mifepristone 200 mg (hereafter referred to as the Mifepristone REMS 
Program) submitted by Danco Laboratories, LLC (Danco) for new drug application (NDA) 020687 and by 
GenBioPro, Inc. (GBP) for abbreviated new drug application (ANDA) 091178. 


The Sponsors initially submitted proposed modification to the Mifepristone REMS Program on June 22, 
2022, in response to the Agency’s REMS Modification Notification letters issued on December 16, 2021, 
to Danco and GBP, requiring the following modification to minimize the burden on the healthcare 
delivery system of complying with the REMS and to ensure that the benefits of the drug outweigh the 
risks: 


e removal of the requirement that mifepristone be dispensed only in certain healthcare settings, 
specifically clinics, medical offices, and hospitals (i.e., the “in-person dispensing requirement”) 


e addition of certification of pharmacies that dispense the drug 


Per the Agency’s December 16, 2021, REMS Modification Notification letters, the proposed REMS was 
required to include the following ETASU to mitigate the risk of serious complications associated with 
mifepristone, including at least the following: 


e healthcare providers have particular experience or training, or are specially certified 
e pharmacies, practitioners, or health care settings that dispense the drug are specially certified 
e the drug is dispensed to patients with evidence or other documentation of safe use conditions 


The REMS was also required to include an implementation system and timetable for submission of 
assessments. 


2. Background 

2.1. Product Information and REMS Information 
Mifepristone is a progestin antagonist indicated, in a regimen with misoprostol, for the medical 
termination of intrauterine pregnancy (IUP) through 70 days gestation. Mifepristone is available as 200 


mg tablets for oral use. 


Mifeprex (mifepristone) was approved on September 28, 2000, with a restricted distribution 
program under 21 CFR 314.520 (subpart H)” to ensure that the benefits of the drug outweighed 


> NDA approval letter Mifeprex (NDA 020687) dated September 28, 2000. 
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the risk of serious complications associated with mifepristone when used for medical abortion.‘ 
Mifeprex was deemed to have in effect an approved REMS under section 505-1 of the Federal Food, 
Drug, and Cosmetic Act with the passage of the Food and Drug Administration Amendments Act of 2007 
(FDAAA), and the Mifeprex REMS was approved on June 8, 2011. 


On March 29, 2016, FDA approved an efficacy supplement for Mifeprex, which included changes in the 
dose of Mifeprex and the dosing regimen for taking Mifeprex and misoprostol, as well as a modification 
of the gestational age up to which Mifeprex has been shown to be safe and effective and a modification 
to the process for follow-up after administration of the drug. FDA also approved modification to the 
Mifeprex REMS that reflected the changes approved in the efficacy supplement.?? On April 11, 2019, 
FDA approved ANDA 091178 and the Mifepristone REMS Program.®’ The Mifepristone REMS Program is 
a single, shared system REMS that includes NDA 020687 and ANDA 091178. The goal of the approved 
Mifepristone REMS Program is to mitigate the risk of serious complications associated with mifepristone 
by: 
a) Requiring healthcare providers who prescribe mifepristone to be certified in the Mifepristone 
REMS Program (under ETASU A). 
b) Ensuring that mifepristone is only dispensed in certain healthcare settings by or under the 
supervision of a certified prescriber (under ETASU C). 
c) Informing patients about the risk of serious complications associated with mifepristone (under 
ETASU D). 


The Mifepristone REMS Program was last modified and approved in 2021 to revise the Patient 
Agreement Form to include gender-neutral language; however, the goal of the Mifepristone REMS 
Program has not changed since the initial approval in 2019. 


Under ETASU A, to become specially certified to prescribe mifepristone, a healthcare provider 

must review the prescribing information, complete and sign the Prescriber Agreement Form, 

and agree to follow the guidelines for use of mifepristone. Under ETASU C, in the Mifepristone REMS 
Program as approved prior to today’s action, mifepristone was required to be 

dispensed to patients only in certain healthcare settings, specifically clinics, medical offices, and 
hospitals, by or under the supervision of a certified prescriber. Under ETASU D, mifepristone 

must be dispensed to patients with evidence or other documentation of safe use conditions 

(i.e., the patient must sign a Patient Agreement Form). The approved Mifepristone REMS Program 
includes an implementation system, and a timetable for assessments (one year from the date of the 
initial approval of the REMS on April 11, 2019, and every three years thereafter). 


In April 2021, FDA communicated its intent to exercise enforcement discretion during the COVID-19 
public health emergency (PHE) regarding the in-person dispensing requirement in the Mifepristone 
REMS Program. Specifically, FDA communicated that provided all other requirements of the 
Mifepristone REMS Program are met, the Agency intended to exercise enforcement discretion with 
respect to the in-person dispensing requirement of the Mifepristone REMS Program, including any in- 
person requirements that may be related to the Patient Agreement Form, during the COVID-19 PHE. 
This determination, which FDA made on April 12, 2021, was effective immediately. We also note that 
from July 13, 2020, to January 12, 2021, per a court order, FDA was enjoined from enforcing the in- 
person dispensing requirement of the Mifepristone REMS Program.® 


° Mifepristone is also approved in approximately 80 other countries. 
https://gynuity.org/assets/resources/biblio_ref_Ist_mife_en.pdf 
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Further, and as we also communicated on April 12, 2021, to the extent all of the other requirements of 
the Mifepristone REMS Program are met, the Agency intended to exercise enforcement discretion 
during the COVID-19 PHE with respect to the dispensing of Mifeprex or the approved generic version of 
Mifeprex, Mifepristone Tablets, 200 mg, through the mail, either by or under the supervision of a 
certified prescriber, or through a mail-order pharmacy when such dispensing is done under the 
supervision of a certified prescriber. 


2.2. Regulatory History 


The following is a summary of the regulatory history relevant to this review: 


Reference ID: 5103819 


04/11/2019: Approval of the Mifepristone REMS Program, a single, shared system REMS that 
includes NDA 020687 and ANDA 091178. 


04/12/2021: The Agency issued a General Advice letter to both the NDA and ANDA Applicants, 
explaining that FDA intended to exercise enforcement discretion during the COVID-19 PHE with 
respect to the in-person dispensing requirement in the Mifepristone REMS Program, including 
any in-person requirements that may be related to the Patient Agreement Form. 


05/07/2021: The Agency stated that it would be reviewing the elements of the Mifepristone 
REMS Program in accordance with section 505-1 of the FD&C Act. 


12/16/2021: The Agency completed its review of the Mifepristone REMS Program and 
determined, among other things, that the REMS must be modified to remove the in-person 
dispensing requirement and add pharmacy certification.? 


12/16/2021: REMS Modification Notification letters were sent to both Sponsors stating that the 
approved Mifepristone REMS Program must be modified to minimize the burden on the 
healthcare system of complying with the REMS and ensure that the benefits of the drug 
outweigh the risks. 


04/08/2022: Final written responses to a Type A meeting request were provided to Danco, the 
point of contact for the Mifepristone REMS Program. The questions pertained to the 
12/16/2021 REMS Modification Notification letter requirements. 


04/13/2022: The Sponsors requested an extension to 6/30/2022, to submit a proposed REMS 
modification in response to the Agency’s 12/16/2021 REMS Modification Notification letters. 


04/15/2022: The Agency granted the Sponsors’ request for an extension to submit a proposed 
REMS modification and conveyed that the modification must be submitted no later than 
06/30/2022.1° 


06/22/2022: Danco and GBP submitted a proposed REMS modification to their respective 
applications in response to the 12/16/2021 REMS Modification Notification letters. 


07/22/2022: An Information Request was sent to the Sponsors requesting clarification of the 
proposed prescriber and dispenser requirements and additional rationale to support their 
proposal. 


08/26/2022: Sponsors submitted responses to 07/22/2022 Information Request. 


09/19/2022: Teleconference was held between Agency and Sponsors where the Agency 
communicated the REMS requirements that are necessary to support the addition of pharmacy 
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certification. The Agency proposed focusing on the pharmacy settings where a closed system4 
REMS could be implemented using the existing email and facsimile based system, ie 

, as the best strategy for an 
approvable modification by the goal date. 


09/22/2022: An Information Request was sent to Sponsors requesting confirmation that the 
Sponsors agree with the pharmacy distribution approach outlined in the 09/19/2022 
teleconference so that the Agency’s feedback could be appropriately tailored. 


09/23/2022: The Sponsors confirmed via email that they were willing to pursue oe 


, as discussed in the 09/19/2022 teleconference. The Sponsors also requested a 


teleconference to discuss the current modification om 


09/27/2022: Comments from the 09/19/2022 teleconference sent to Sponsors with additional 
comments and requests regarding what will be necessary for pharmacy certification. 


09/29/2022: An Information request was sent to the Sponsors asking for agenda items, 
questions, and a request to walk through their proposed system for pharmacy certification, 
including dispensing through mail-order or specialty pharmacies, at the 10/06/2022 scheduled 
teleconference. 


10/04/2022: Sponsors emailed that they will focus the 10/06/2022 teleconference on the 
09/27/2022 Agency comments and their mail order and specialty pharmacy distribution model. 


10/06/2022: Teleconference was held between Agency and Sponsors where Sponsors outlined 
their proposal for pharmacy certification, including dispensing through mail order and specialty 
pharmacies, as well as their concerns with certain requirements and general timelines. 


10/19/2022: Danco submitted a REMS amendment to their pending sNDA, which included a 
REMS document and REMS materials. They did not submit a REMS Supporting Document. 


10/20/2022: GBP submitted a REMS amendment to their pending sANDA, which included a 
REMS document and REMS materials. They did not submit a REMS Supporting Document. 


10/25/2022: Teleconference was held between Agency and Sponsors to discuss the Patient 
Agreement Form and timing related to shipping a mifepristone prescription from a certified 
pharmacy to the patient. 


11/23/2022: An Information Request was sent to Sponsors with comments on their proposed 
REMS Document, submitted on 10/19/2022 (Danco) and 10/20/2022 (GBP). 


11/30/2022: Danco and GBP submitted REMS amendments, which included the REMS 
Document, to their respective pending supplemental applications. 


12/01/2022: Teleconference was held between Agency and Sponsors to discuss the REMS 
Document. 


12/05/2022: An Information Request was sent to Sponsors with comments on their proposed 
REMS Document submitted on 11/30/2022 and discussed at the teleconference on 12/01/2022, 
and REMS materials submitted to their applications on 10/19/2022 and 10/20/2022. 


4 “Closed system” in this case refers to a system where prescribers, pharmacies, and distributors are certified or 
authorized in the REMS and the certification of the stakeholder must be verified prior to distribution or dispensing, 
as per the REMS. 
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e 12/07/2022: Teleconference was held between Agency and Sponsors to discuss the REMS 
Document and REMS materials the Agency sent to the Sponsors on 12/05/22. 


e 12/08/2022: Danco and GBP submitted REMS amendments, including the REMS Document, 
Prescriber Agreement Form, Pharmacy Agreement Form, Patient Agreement Form and REMS 
Supporting Document, to their respective pending applications. 


e 12/09/2022: An Information Request was sent to Sponsors with the Agency’s comments on the 
REMS assessment plan. 


e 12/14/2022: An Information Request was sent to Sponsors with the Agency’s comments on the 
REMS Document, Prescriber Agreement Form, Pharmacy Agreement Form, and REMS 
Supporting Document. 


e 12/15/2022: Two teleconferences were held between Agency and Sponsors to discuss the 
proposed REMS Document and REMS materials the Agency sent to the Sponsors on 12/14/22. 


e 12/16/2022: Sponsors submitted a REMS amendment to their respective applications. 


3. Review of Proposed REMS Modification 


©) has discussed the Sponsors’ proposed modification with the review team, which includes members 
(b) (6) (b) (6) 
of the and the 
; hereafter referred to as the review team. This review 
includes their input and concurrence with the analysis and proposed changes to the Mifepristone REMS 
Program. 


3.1. REMS Goal 


The Sponsors proposed modification to the goal for the Mifepristone REMS Program to add that 
mifepristone can also be dispensed from certified pharmacies on prescriptions issued by certified 
prescribers. The proposed REMS goal is: 


The goal of the REMS for mifepristone is to mitigate the risk of serious complications associated with 
mifepristone by: 


a) Requiring healthcare providers who prescribe mifepristone to be certified in the 
Mifepristone REMS Program. 


b) Ensuring that mifepristone is only dispensed by or under the supervision of certified 
prescribers, or by certified pharmacies on prescriptions issued by certified 
prescribers. 


c) Informing patients about the risk of serious complications associated with mifepristone. 
Reviewer Comment: We agree with the Sponsors’ proposal. 


3.2. REMS Document 


The proposed REMS Document is not in the format as outlined in the 2017 Draft Guidance for Industry, 
Format and Content of a REMS Document." 
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Reviewer Comment: To avoid the misperception that this REMS modification is making major changes 
to the REMS document that go beyond our December 16, 2021, determination that the REMS must be 
modified to remove the in-person dispensing requirement and add pharmacy certification, CDER staff 
and management discussed whether to change the format of the REMS document to that described in 
the 2017 draft guidance." After internal discussion, CDER staff and management aligned not to 
transition the REMS document at this time to the format described in the 2017 draft guidance. 


3.3. REMS Requirements 


3.3.1. Addition and Removal of ETASU 


The December 16, 2021, REMS Modification Notification letters specified that the ETASU must be 
modified to minimize the burden on the healthcare delivery system of complying with the REMS and to 
ensure the benefits of the drug outweigh the risks by: 


e Removing the requirement that mifepristone be dispensed only in certain healthcare settings, 
specifically clinics, medical offices and hospitals (i.e., the “in-person dispensing requirement”), 
and; 

e Adding a requirement that pharmacies that dispense the drug be specially certified. 


The Sponsors proposed changes to the REMS as reflected in the subsections below. 


3.3.2. REMS Participant Requirements and Materials 
3.3.2.1. Prescriber Requirements 


Consistent with the approved Mifepristone REMS Program prescribers must be specially certified. To 
become specially certified to prescribe mifepristone, healthcare providers who prescribe must 
review the Prescribing Information for mifepristone and complete the Prescriber Agreement Form. 
In signing the Prescriber Agreement Form, prescribers agree they meet certain qualifications and will 
follow the guidelines for use of mifepristone. The guidelines for use include ensuring i) that the 
Patient Agreement Form is reviewed with the patient and the risks of the mifepristone treatment 
regimen are fully explained; ii) that the healthcare provider (HCP) and the patient sign the Patient 
Agreement Form, iii) the patient receives a copy of the Patient Agreement Form and Medication 
Guide, iv) the Patient Agreement Form is placed in the patient’s medical record; v) that any patient 
deaths are reported to the Mifepristone Sponsor that provided the mifepristone, identifying the 
patient by a non-identifiable reference and including the NDC and lot number from the package of 
mifepristone that was dispensed to the patient. The language on the guidelines for use was revised 
from the Mifepristone REMS Program approved in 2021 to clarify that, if the certified prescriber 
supervises the dispensing of mifepristone, they must ensure the guidelines for use of mifepristone 
are followed by those under their supervision. This clarification reflects the ongoing implementation 
of the approved Mifepristone REMS Program. For example, consistent with the approved REMS, the 
Patient Agreement Form does not require the certified prescriber’s signature, but rather the 
signature of the healthcare provider counseling the patient on the risks of mifepristone. Additional 
changes were made globally to provide consistency and clarity of the requirements for certified 
prescribers and healthcare providers who complete tasks under the supervision of certified 
prescribers. 


A certified prescriber may submit the Prescriber Agreement Form to an authorized distributor if the 
certified prescriber wishes to dispense or supervise the dispensing of mifepristone; this is consistent 
with the current requirements of the Mifepristone REMS Program. Additional requirements were 
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added to incorporate mifepristone dispensing by a certified pharmacy. If a healthcare provider 
wishes to prescribe mifepristone by sending a prescription to a certified pharmacy for dispensing, 
the healthcare provider must become certified by providing the pharmacy a Prescriber Agreement 
Form signed by the provider. A certified prescriber must also assess the appropriateness of 
dispensing mifepristone when contacted by a certified pharmacy about patients who will receive 
mifepristone more than four calendar days after the prescription was received by the certified 
pharmacy. 


The NDC and lot number of the dispensed drug will be recorded in the patient’s record when 
mifepristone is dispensed by or under the supervision of a certified prescriber, replacing the 
requirement that serial numbers from each package of mifepristone be recorded in the patient’s 
record. If prescribers become aware of the death of a patient for whom the mifepristone was 
dispensed from a certified pharmacy, the prescribers will be required to obtain the NDC and lot 
number of the package of mifepristone the patient received from the pharmacy. 


The following materials support prescriber requirements: 
e Prescriber Agreement Form for Danco Laboratories, LLC 
e Prescriber Agreement Form for GenBioPro, Inc. 
e Patient Agreement Form 


Reviewer Comment: We agree with the Sponsors’ proposal. 


Although certain activities (review of the Patient Agreement Form with patients and answering any 
questions about treatment, signing, providing a copy to the patient and retaining the Patient Agreement 
Form, providing a copy of the Medication Guide, and ensuring any deaths are reported to the 
Mifepristone Sponsor, recording the NDC and lot number from drug dispensed from the certified 
prescriber or those under their supervision) may be conducted by healthcare providers under the 
supervision of a certified prescriber, the certified prescriber remains responsible for ensuring compliance 
with the requirements of the Mifepristone REMS Program. We agree with the additional language to 
further clarify that the certified prescriber must ensure the guidelines for use of mifepristone are 
followed. 


As proposed, certified prescribers may either, 1) continue to submit the Prescriber Agreement Form to an 
authorized distributor if the certified prescriber is dispensing or supervising the dispensing of the drug 
(as already required in the REMS), or 2) if the drug will be dispensed from a certified pharmacy, submit 
the Prescriber Agreement Form to the certified pharmacy that will dispense the drug (as proposed in the 
modification). Regarding #2, the pharmacy can only fill prescriptions written by a certified prescriber. 


Based on our review of the proposed changes, the review team finds it acceptable for prescribers to 
submit their Prescriber Agreement Form directly to the certified pharmacy. Although certified prescribers 
still have the option of in-person dispensing of the drug, not all prescribers may want to stock 
mifepristone. Typically due to the number of drugs that are available and the expense associated with 
stocking prescription medications intended for outpatient use, most prescribers do not stock many 
medications, if they stock medications at all. 


The proposal to submit a Prescriber Agreement Form to a certified pharmacy provides another option for 
dispensing mifepristone. The burden of providing the Prescriber Agreement Form prior to or when the 
prescription is provided to a certified pharmacy does not create unreasonable burden for prescribers. The 
burden of prescriber certification has been minimized to the extent possible. The Prescriber Agreement 
Form is designed to require minimal time to complete and requires that the prescriber submit it to the 
authorized distributor once, and if the prescriber chooses to use a certified pharmacy to dispense 
mifepristone, they will need to submit the form to the certified pharmacy. 
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There is an additional requirement added for certified pharmacies and certified prescribers in the event 
that a patient will not receive their medication from the certified pharmacy within four calendar days of 
the pharmacy’s receipt of the prescription (for example, if the medication is not in stock). In this 
circumstance, the pharmacy will be required to contact the certified prescriber to make them aware of 
the delay and will be required to obtain from the prescriber confirmation that it is appropriate to 
dispense mifepristone to the patient even though they will receive mifepristone more than four calendar 
days after the prescription was received by the certified pharmacy. This confirmation is intended to 
ensure timeliness of delivery in light of the labeled indication and gestational age. Additional details and 
rationale on the pharmacy requirements to dispense and ship drug in a timely manner are described in 
section 3.3.2.3. 


If a certified prescriber becomes aware of a patient death that occurs subsequent to the use of 
mifepristone dispensed from a pharmacy, the certified prescriber must obtain the NDC and lot number of 
the package of mifepristone the patient received from the pharmacy. This information will be reported to 
the appropriate Mifepristone Sponsor in the same manner prescribers have done previously. This 
additional requirement to obtain the NDC and lot number from the pharmacy is needed to ensure 
consistent adverse event reporting when mifepristone is dispensed from a certified pharmacy. 


Prescriber Agreement Form 


The Sponsors’ proposed changes to the Prescriber Agreement Form aligned with those described above. 
The proposed Prescriber Agreement Form explains the two methods of certification which are: 1) 
submitting the form to the authorized distributor and 2) submitting the form to the dispensing certified 
pharmacy. Further clarification was added that healthcare settings, such as medical offices, clinics, and 
hospitals, where mifepristone will be dispensed by or under the supervision of a certified prescriber in 
the Mifepristone REMS Program do not require pharmacy certification. The statement that certified 
prescribers are responsible for overseeing implementation and compliance with the REMS Program was 
also added. The following statement was added to the form: “I understand that the pharmacy may 
dispense mifepristone made by a different manufacturer than that stated on the Prescriber Agreement 
Form.” The account set up information was removed and replaced with prescriber information response 
fields. 


Reviewer Comment: We agree with the Sponsors’ proposal. Changes in the above prescriber 
requirements were incorporated in the Prescriber Agreement Form. 


3.3.2.2. Patient Requirements 


The Patient Agreement Form was updated to clarify that the signatures may be written or electronic, to 
reorganize the risk information about ectopic pregnancy, and to remove the statement that the 
Medication Guide will be taken to an emergency room or provided to a healthcare provider who did not 
prescribe mifepristone so that it is known that the patient had a medical abortion with mifepristone. 


The following materials support patient requirements: 
e Patient Agreement Form 
Reviewer Comment: We agree with the Sponsors’ proposal. 


The Patient Agreement Form continues to be an important part of standardizing the medication 
information on the use of mifepristone that prescribers communicate to their patients, and also provides 
the information in a brief and understandable format for patients. The requirement to counsel the 
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patient, to provide the patient with the Patient Agreement Form, and to have the healthcare provider 
and patient sign the Patient Agreement Form, ensures that each provider, including new providers, 
informs each patient of the appropriate use of mifepristone, risks associated with treatment, and what 
to do if the patient experiences symptoms that may require emergency care. The form is signed by the 
patient and the provider and placed in the patient’s medical record, and a copy is provided to the 
patient, to document the patient’s acknowledgment of receiving the information from the prescriber. 
The Agency agrees that the further clarification that signatures can be written or electronic is 
appropriate for the continued use of the form. 


The reference to ectopic pregnancy has been reorganized in the document since it is not a risk of the 
drug. The signs and symptoms of an untreated ectopic pregnancy that may persist after mifepristone use 
have been clarified in the section of the form that explains the signs and symptoms of potential problems 
that may occur after mifepristone use. 


The review team agrees with removing the patient’s agreement to take the Medication Guide with them 
if they visit an emergency room or HCP who did not give them mifepristone so the emergency room or 
HCP will understand that the patient is having a medical abortion. Although this statement has been in 
the Medication Guide for a number of years, upon further consideration, the Agency has concluded that 
patients seeking emergency medical care are not likely to carry a Medication Guide with them, the 
Medication Guide is readily available online, and information about medical conditions and previous 
treatments can be obtained at the point of care. 


3.3.2.3. Pharmacy Requirements 


The Sponsors proposed that certified pharmacies, in addition to certified prescribers and HCPs under the 
supervision of certified prescribers, can dispense mifepristone. In order for a pharmacy to become 
certified, the pharmacy must designate an authorized representative to carry out the certification 
process and oversee implementation and compliance with the Mifepristone REMS Program on behalf of 
the pharmacy. The Authorized Representative must certify that they have read and understood the 
Prescribing Information for mifepristone. Each location of the pharmacy must be able to receive 
Prescriber Agreement Forms by email and fax and be able to ship mifepristone using a shipping service 
that provides tracking information. 


Additionally, each dispensing pharmacy location must put processes and procedures in place to fulfill 
the REMS requirements. Certified pharmacies must verify prescriber certification by confirming they 
have obtained a copy of the prescriber’s signed Prescriber Agreement Form before dispensing. Certified 
pharmacies must dispense mifepristone such that it is received by the patient within four days from the 
day of prescription receipt by the pharmacy. If the pharmacy will not be able to deliver mifepristone to 
the patient within four days of receipt of the prescription, the pharmacy must contact the prescriber to 
confirm the appropriateness of dispensing mifepristone and document the certified prescriber’s 
decision. The pharmacy must also record the NDC and lot number from each package of mifepristone 
dispensed in the patient’s record, track and verify receipt of each shipment of mifepristone, dispense 
mifepristone in its original package, and only distribute, transfer, loan, or sell mifepristone to certified 
prescribers or between locations of the certified pharmacy. The pharmacy must also report any patient 
deaths to the prescriber, including the NDC and lot number from the package dispensed to the patient, 
and remind the prescriber of their obligation under the REMS to report patient deaths to the Sponsor 
that supplied the mifepristone; the certified pharmacy also must notify the Sponsor that supplied the 
mifepristone that the pharmacy submitted a report of a patient death to the prescriber and include the 
name and contact information for the prescriber as well as the NDC and lot number of the dispensed 
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product. Record-keeping requirements of the pharmacy include records of Prescriber Agreement Forms, 
mifepristone dispensing and shipping, and all processes and procedures and compliance with those 
processes and procedures. Pharmacies must train all relevant staff and participate in compliance audits. 
Pharmacies must also maintain the identity of patients and providers as confidential, including limiting 
access to patient and provider identity only to those personnel necessary to dispense mifepristone in 
accordance with the Mifepristone REMS Program requirements, or as necessary for payment and/or 
insurance purposes. The requirement that mifepristone not be dispensed from retail pharmacies was 
removed. 


The following materials support pharmacy requirements: 
e Pharmacy Agreement Form for Danco Laboratories, LLC 
e Pharmacy Agreement Form for GenBioPro, Inc. 


Reviewer Comment: We agree with the Sponsors’ proposal. The Mifepristone REMS Program continues 
to require that mifepristone be prescribed only by certified prescribers. With the removal of the in-person 
dispensing requirement, however, mifepristone can be dispensed from a pharmacy, provided the product 
is prescribed by a certified prescriber and all other requirements of the REMS are met. Given this 
modification to the dispensing requirements in the REMS, it is necessary to add a requirement for 
certification of pharmacies. Adding the pharmacy certification requirement incorporates pharmacies into 
the REMS, ensures that pharmacies are aware of and agree to follow applicable REMS requirements, and 
ensures that mifepristone is only dispensed pursuant to prescriptions that are written by certified 
prescribers. Without pharmacy certification, a pharmacy might dispense product that was not prescribed 
by acertified prescriber. Adding pharmacy certification ensures that the prescriber is certified prior to 
dispensing the product to a patient; certified prescribers, in turn, have agreed to meet all the conditions 
of the REMS, including ensuring that the Patient Agreement Form is completed. In addition, wholesalers 
and distributors can only ship to certified pharmacies. Based on our review and our consideration of the 
distribution model implemented by the Sponsors during the periods when the in-person dispensing 
requirement was not being enforced, as well as REMS assessment data and published literature, we 
conclude that provided all other requirements of the REMS are met, the REMS program, with the 
removal of the in-person dispensing requirement and the addition of a requirement for pharmacy 
certification, will continue to ensure the benefits of mifepristone for medical abortion outweigh the risks 
while minimizing the burden imposed by the REMS on healthcare providers and patients. 


The requirement to maintain confidentiality, including limiting access to patient and provider identity 
only to those personnel necessary for dispensing under the Mifepristone REMS Program or as necessary 
for payment and/or insurance purposes, is included to avoid unduly burdening patient access. 


The Sponsors proposed inclusion of this requirement because of concerns that patients may be reluctant 
or unwilling to seek to obtain mifepristone from pharmacies if they are concerned that confidentiality of 
their medical information could be compromised, potentially exposing them to intimidation, threats, or 
acts of violence by individuals opposed to the use of mifepristone for medical abortion.* Further, 
unwillingness on the part of prescribers to participate in the Mifepristone REMS Program on the basis of 


© See e.g., 2020 Violence and Disruption Statistics, National Abortion Federation (Dec. 16, 2021), 
https://prochoice.org/national-abortion-federation-releases-2020-violence-disruption-statistics/; 


Amanda Musa, CNN, Wyoming Authorities Search for a Suspect Believed to Have Set an Abortion Clinic on Fire, 
CNN Wire (June 10, 2022), https://abc17news.com/news/2022/06/10/wyoming-authorities-search-for-a-suspect- 
believed-to-have-set-an-abortion-clinic-on-fire/. 
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similar confidentiality concerns may unduly burden patient access by limiting the number of prescribers 
who are willing to send prescriptions to certified pharmacies. Addition of this requirement protects 
patient access by requiring the pharmacy to put processes and procedures in place to limit access to 
confidential information to only those individuals who are essential for dispensing mifepristone under the 
Mifepristone REMS Program or as necessary for payment or insurance purposes. Inclusion of this 
requirement for certified pharmacies is consistent with the requirement in the current Mifepristone 
REMS Program, that distributors maintain secure and confidential records. 


Reference to mifepristone not being available in retail pharmacies was removed from the REMS. There is 
no single definition of the term "retail pharmacy” and therefore the scope of the exclusion in the REMS 
was not well defined. Including a restriction in the Mifepristone REMS Program that retail pharmacies 
cannot participate in the REMS may unintentionally prohibit the participation of mail order and specialty 
pharmacies that could, under one or more definitions, also be considered a “retail pharmacy.” 


After reconsideration of the term, “retail,” the Agency concluded that a more appropriate approach was 
to articulate the specific requirements that would be necessary for pharmacy certification. As modified, 
the REMS will not preclude the participation of any pharmacy that meets the certification requirements. 
However, we acknowledge that the provision in the REMS related to pharmacies’ verification of 
prescriber enrollment will likely limit the types of pharmacies that will choose to certify in the REMS. The 
REMS requires that pharmacies dispense mifepristone only after verifying that the prescriber is certified. 
The REMS further requires that pharmacies be able to receive the Prescriber Agreement Forms by may 
and fax. oe 


The pharmacy certification requirements include that the drug reach patients within four days of the 
certified pharmacy receiving the prescription. During the course of the review, the review team 
concluded that requiring medication delivery to the patient within four days of the pharmacy’s receipt of 
a prescription is acceptable based on the labeled indication and literature,?? while taking into account 
practical shipping considerations (e.g., shipping over weekends and holidays). For patients who will not 
receive the drug within four calendar days of the date the pharmacy receives the prescription, the 
pharmacy must notify the certified prescriber and the certified prescriber must determine if it is still 
appropriate for the certified pharmacy to dispense the drug. The pharmacy must document the certified 
prescriber’s decision. A prescriber’s confirmation that it is appropriate to dispense mifepristone when it 
will not be delivered to the patient within the allotted four days is intended to ensure timeliness of 
delivery in light of the labeled indication and gestational age. 
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Pharmacy Agreement Form 


The proposed Pharmacy Agreement Form is a new form and is the means by which a pharmacy becomes 
certified to dispense mifepristone. The form, which is submitted by an authorized representative on 
behalf of a pharmacy seeking certification, outlines all requirements proposed above. Clarification is 
included in the form that healthcare settings, such as medical offices, clinics, and hospitals, where 
mifepristone will be dispensed by or under the supervision of a certified prescriber in the Mifepristone 
REMS Program, do not require pharmacy certification. Any new authorized representative must 
complete and submit the Pharmacy Agreement Form. Spaces for specific authorized representative 
information and pharmacy name and address are included. The completed form can be submitted by 
email or fax to the authorized distributor. 


Reviewer Comment: We agree with the Sponsors’ proposal. The Pharmacy Agreement Form aligns with 
the pharmacy requirements discussed above. 


3.3.2.4. Distributor Requirements 


The Sponsors proposed that the distributors’ processes and procedures in the approved Mifepristone 
REMS Program be updated to ensure that mifepristone is only shipped to clinics, medical offices and 
hospitals identified by certified prescribers and to certified pharmacies. Distributors will continue to 
complete the certification process for any Prescriber Agreement Forms they receive and also will 
complete the certification process for pharmacies upon receipt of a Pharmacy Agreement Form, 
including notifying pharmacies when they become certified. FDA was removed as a potential auditor for 
distributors. 


Reviewer Comment: We agree with the Sponsors’ proposal. At this time, FDA does not audit distributors 
directly, it carries out inspections of Sponsors to monitor industry compliance with REMS requirements. 


3.3.3. REMS Sponsor Requirements 
3.3.3.1. Sponsor Requirements to Support Prescriber Certification 


The Sponsors proposed additions to this section of the REMS document, including that Sponsors will 
ensure prescribers can complete the certification process by email or fax to an authorized distributor 
and/or certified pharmacy, and that Sponsors will ensure annually with each certified prescriber that 
their locations for receiving mifepristone are up to date. Sponsors will also ensure prescribers previously 
certified in the Mifepristone REMS Program complete the new Prescriber Agreement Form: (1) within 
120 days after approval of this modification, for those previously certified prescribers submitting 
prescriptions to certified pharmacies, or (2) within one year after approval of this modification, if 
previously certified and ordering from an authorized distributor. 


Reviewer Comment: We agree with the Sponsors’ proposal. The requirement to confirm that the 
locations associated with the certified prescriber are current is parallel to the pharmacy requirement that 
the authorized representative’s contact information is up to date. In determining the pharmacy 
requirement, which is necessary to ensure program compliance and is consistent with other approved 
REMS that include pharmacy certification, the Agency also concluded that a parallel requirement for 
certified prescribers should be added. 


With respect to recertification, it is important that active certified prescribers are informed of and agree 
to new REMS requirements to ensure the continued safe use of mifepristone. There is minimal burden to 
recertification and the timelines allow sufficient time to accomplish recertification. 
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3.3.3.2. Sponsor Requirements to Support Pharmacy Certification 


The Sponsors proposed the addition of Sponsor requirements to support pharmacy certification and 
compliance, including ensuring that pharmacies are certified in accordance with the requirements in the 
Mifepristone REMS Program, de-certifying pharmacies that do not maintain compliance with the 
certification requirements, and ensuring that pharmacy certification can be completed by email and fax 
to an authorized distributor. Annually, the authorized representative’s name and contact information 
will be verified to ensure it corresponds to that of the current designated authorized representative for 
the certified pharmacy, and if different, a new authorized representative must certify for the pharmacy. 
All reference to the requirement in the 2021 Mifepristone REMS Program that mifepristone to be 
dispensed to patients only in clinics, medical offices and hospitals by or under the supervision of a 
certified prescriber, and not from retail pharmacies, was removed. 


Reviewer Comment: We agree with the Sponsors’ proposal. Changes are in line with the REMS 
Modification Notification letters sent December 16, 2021. Refer to section 3.3.2.3 Reviewer Comments 
on Pharmacy Certification for rationale for removing the statement that mifepristone is not distributed 
to or dispensed from retail pharmacies. Ensuring that the authorized representative’s contact 
information is up to date is necessary to ensure that there is always a point person who is responsible for 
implementing the Mifepristone REMS Program in their pharmacy and can address any changes that are 
needed if pharmacy audits identify a need for improvement. 


3.3.3.3. Sponsor Implementation Requirements 


The Sponsors proposed that they will ensure that adequate records are maintained to demonstrate that 
REMS requirements have been met (including but not limited to records of mifepristone distribution, 
certification of prescribers and pharmacies, and audits of pharmacies and distributors), and that the 
records must be readily available for FDA inspections. The distributor audit requirement was updated to 
audit new distributors within 90 calendar days of becoming authorized and annually thereafter (a one- 
time audit requirement was previously required). The Sponsors also proposed a pharmacy audit 
requirement whereby certified pharmacies that order mifepristone are audited within 180 calendar days 
after the pharmacy places its first order of mifepristone, and annually thereafter for pharmacies that 
ordered in the previous 12 months. 


Reviewer’s Comment: We agree with the Sponsors’ proposal. 


The number of pharmacies that will certify in the REMS is uncertain; therefore, to obtain a reliable 
sample size for the audits, the Sponsors will need to audit all certified pharmacies within 180 calendar 
days after the pharmacy places its first order and annually thereafter for pharmacies that have ordered 
mifepristone in the previous 12 months. Audits performed at 180 days should allow time for 
establishment and implementation of audit protocols and for the Sponsors to perform the audits. With 
the addition of more stakeholders (i.e., certified pharmacies), it is also necessary to audit distributors 
annually to ensure the REMS requirements are followed. The requirement to conduct audits annually 
may be revisited if assessment data shows that the REMS is meeting its goal. 


3.4. REMS Assessment Timetable 


The Sponsors proposed that assessments must be submitted one year from the approval of the modified 
REMS and annually thereafter, instead of every three years as per the previous requirement. 
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Reviewer’s Comment: We agree with the Sponsors’ proposal. With the addition of new pharmacy 
stakeholders and removal of the in-person dispensing requirement, more frequent assessment after this 
REMS modification is needed to ensure REMS processes are being followed and that the REMS is meeting 
its goal. The requirement can be revisited at a later date if assessment data shows that the modified 
REMS is meeting its goal. The NDA applicant is required to submit assessment reports as outlined in the 
timetable for submission of assessments. These reports address requirements for the Mifepristone REMS 
Program. The Sponsors have indicated that some data will be submitted as separate reports when 
Sponsor-specific information is needed to address the assessment metrics. 


4. Supporting Document 


The Sponsors’ REMS Supporting Document was substantially updated to include information regarding 
the proposed modification under review. Background and rationale from the 12/16/21 REMS 
Modification Notification letters was included. An updated description of the REMS goal and the ETASU 
was also included to align with the changes in the REMS Document and provide further clarification. 
Further explanation of prescriber requirements and rationale for various pharmacy requirements was 
also included. 


Regarding implementation of the modified REMS, the Sponsors additionally proposed that pharmacies 
that received and shipped mifepristone during the Agency’s exercise of enforcement discretion during 
the COVID-19 PHE, that wish to continue to dispense mifepristone, will be required to comply with the 
pharmacy certification requirements within 120 days of approval of the modified REMS. 


The communication strategy to alert current and future prescriber and pharmacy stakeholders was 
outlined. Distributors, certified prescribers that purchased mifepristone in the last twelve months, and 
various professional organizations will receive information about REMS changes within 120 days of 
modification approval. The Sponsors proposed to list pharmacies that agree to be publicly disclosed on 
their respective product websites but disclosure of this nature is not a requirement of the REMS. The 
Sponsors indicated that they anticipate certified pharmacies that do not agree to public disclosure will 
communicate with the certified prescribers they wish to work with. 


The REMS Assessment Plan is discussed in the following section. 


Reviewer’s Comment: We agree with the Sponsors’ proposal. The Supporting Document addresses all 
REMS requirements and provides sufficient clarification of implementation and maintenance of the 
REMS. The implementation requirements for pharmacies currently dispensing mifepristone under FDA’s 
exercise of enforcement discretion during the COVID-19 PHE provide for continued use of these 
pharmacies without breaks in service. The communication strategy is also adequate given the efforts to 
reach both established certified prescribers and potentially new prescribers through professional 
organizations. 


The Sponsors’ plan to communicate which pharmacies are certified to certified prescribers is adequate. 
For the reasons listed in section 3.3.2.3, confidentiality is a concern for REMS stakeholders. Disclosure of 
pharmacy certification status should be a choice made by individual certified pharmacies. The Sponsors 
have indicated that there will be some certified pharmacies that have agreed to publicly disclose their 
status, making this information available to certified prescribers who wish to use a pharmacy to dispense 
mifepristone. 


5. REMS Assessment Plan 
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The REMS Assessment Plan is summarized in the REMS Supporting Document and will be included in the 
REMS Modification Approval letter. 


The REMS Assessment Plan was revised to align with the modified REMS goal and objectives. 


The goal of the Mifepristone REMS Program is to mitigate the risk of serious complications associated 
with mifepristone by: 


a. Requiring healthcare providers who prescribe mifepristone to be certified in the 
Mifepristone REMS Program. 


e = This objective will be assessed using REMS Certification Statistics and REMS 
Compliance metrics. 


b. Ensuring that mifepristone is only dispensed by or under the supervision of certified 
prescribers, or by certified pharmacies on prescriptions issued by certified 
prescribers. 


e = This objective will be assessed using REMS Certification Statistics and REMS 
Compliance metrics. 


c. Informing patients about the risk of serious complications associated with mifepristone. 

e = This objective will be indirectly assessed using REMS Certification Statistics to avoid 
compromising patient and prescriber confidentiality. As part of the certification 
process, healthcare providers agree to: 

e Ensure that the Patient Agreement Form is reviewed with the patient and the risks 
of the mifepristone treatment regimen are fully explained 

e Ensure that the Patient Agreement Form is signed by the healthcare provider and 
the patient 

e Ensure that the patient is provided with a copy of the Patient Agreement Form and 
the Medication Guide 

e Ensure that the signed Patient Agreement Form is placed in the patient’s medical 
record 


The following revisions were made from the Mifepristone REMS Assessment Plan in the April 11, 2019, 
Supplement Approval letter: 


The Assessment Plan Categories of 1) Program Implementation and Operations and 2) Overall 
Assessment of REMS Effectiveness were added. 


REMS Certification Statistics metrics were added to capture certification numbers for program 
stakeholders to assess the first objective of requiring healthcare providers who prescribe mifepristone 
to be certified and the second objective of ensuring that mifepristone is only dispensed by or under the 
supervision of certified prescribers, or by certified pharmacies on prescriptions issued by certified 
prescribers. The total number of certified prescribers who certified with the wholesaler/distributor and 
the total number of certified prescribers who submitted a Prescriber Agreement Form to certified 
pharmacies were added to capture the additional method of prescriber certification. The number of 
newly certified prescribers and the number of active certified prescribers (i.e., those who ordered 
mifepristone or submitted a prescription during the reporting period) were added. Metrics were also 
added to capture the total number of certified, newly certified, and active certified pharmacies as well 
as the total number of authorized, newly authorized, and active authorized wholesaler/distributors. 
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Drug Utilization Data metrics were added to obtain information on shipment and dispensing of 
mifepristone. Metrics were added to capture the total number of tablets shipped by the 
wholesaler/distributor and the number of prescriptions dispensed. 


REMS Compliance Data metrics were added to assess the first objective of requiring healthcare 
providers who prescribe mifepristone to be certified and the second objective of ensuring that 
mifepristone is only dispensed by or under the supervision of certified prescribers, or by certified 
pharmacies on prescriptions issued by certified prescribers. These metrics capture program deviations 
and evaluate overall if the REMS is operating as intended. Metrics include certified pharmacies and 
wholesaler/distributor audit results and a summary of instances of non-compliance and actions taken to 
address non-compliance. Prescriber compliance metrics were added to assess if prescribers are 
decertified along with reasons why. Pharmacy compliance metrics were added to assess if prescriptions 
were dispensed that were written by non-certified prescribers or if mifepristone tablets were dispensed 
by non-certified pharmacies as well as the number of pharmacies that were decertified along with 
reasons why. Wholesaler/distributor metrics were added to assess if shipments were sent to non- 
certified prescribers and non-certified pharmacies and corrective actions taken. The audit plan and non- 
compliance plans will be submitted for FDA review within 60 days after the REMS modification approval. 


The Sponsors were asked to develop an assessment of prescription delivery timelines to determine what 
percentage of prescriptions were delivered on time (within four calendar days) and what percentage 
were delivered late (more than four calendar days) along with the length of the delay and reasons for 
the delay (e.g., mifepristone is out of stock shipment issues, other). The protocol for this assessment 
will be submitted for FDA review within 60 days after the REMS modification approval. 


The revised REMS Assessment Plan is in the Appendix. 


Reviewer’s Comment: We agree with the Sponsors’ proposed REMS Assessment Plan. 


6. Discussion 


The Sponsors submitted changes to the REMS to remove the requirement that mifepristone be 
dispensed only in certain healthcare settings (i.e., the “in-person dispensing requirement”) and to add 
that certified pharmacies can dispense the drug in order to minimize the burden on the healthcare 
delivery system of complying with the REMS and to ensure that the benefits of the drug outweigh the 
risks. The REMS goal was updated to this effect. Changes were required for prescriber requirements and 
Sponsors to support the change in ETASU, and new pharmacy requirements were introduced. 


The qualifications to become a certified prescriber have not changed as a result of the modification to 
the Mifepristone REMS Program; however, clarification has been provided for certain prescriber 
requirements and new prescriber requirements have been added to support pharmacy dispensing. 
Although certain responsibilities may be conducted by staff under the supervision of a certified 
prescriber, the certified prescriber remains responsible for ensuring compliance with the requirements 
of the Mifepristone REMS Program. In order to clarify this, revisions were made throughout the 
prescriber requirements and REMS materials to reflect that the certified prescriber is responsible for 
ensuring that the prescriber requirements are met. Additionally, the review team finds it acceptable that 
certified prescribers who wish to use a certified pharmacy to dispense mifepristone submit their 
Prescriber Agreement Form to the dispensing certified pharmacy oe 


. The burden to prescriber and 
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pharmacy stakeholders of having certified prescribers submit the form directly to the certified pharmacy 
that will be dispensing the mifepristone is not unreasonable and has been minimized to the extent 
possible; it does not impact the safe use of the product. Prescriber requirements necessitated by the 
addition of some pharmacy requirements were added as well and include prescriber responsibilities in 
deciding whether or not mifepristone should be dispensed if the patient will receive the drug from the 
certified pharmacy more than four days after the pharmacy receives the prescription, and prescriber 
adverse event reporting requirements if a prescriber becomes aware of a patient death and the 
mifepristone was dispensed from a certified pharmacy. The addition of the latter requirements will 
ensure consistent adverse event data is relayed to the relevant Mifepristone Sponsor. 


Changes were made to the Patient Agreement Form. Changes to the form were added to improve clarity 
of the safety messages. After further consideration, the patient’s agreement to take the Medication 
Guide with them if they visit an emergency room or HCP who did not give them mifepristone so the 
emergency room or HCP will understand that the patient is having a medical abortion has been removed 
from the Patient Agreement Form. The Medication Guide is not typically carried by patients and this 
information can be obtained at the point of care. Changes align with updates to labeling submitted with 
this modification.’ “ 


The Agency and Sponsors agreed during this modification to focus on certification of pharmacies that 
can receive Prescriber Agreement Forms via email or fax to complete the prescriber certification process. 
The proposed pharmacy certification requirements also support timely dispensing of mifepristone. If the 
mifepristone is shipped to the patient, the REMS requires that it must be delivered within four calendar 
days from the receipt of the prescription by the pharmacy; if the patient will receive the mifepristone 
more than four calendar days from pharmacy receipt of prescription, the REMS requires the pharmacist 
to confirm with the certified prescriber that it is still appropriate to dispense the drug to the patient. 
This allows prescribers to make treatment decisions based on individual patient situations. A 
requirement to maintain confidentiality was also added to avoid unduly burdening patient access since 
patients and prescribers may not utilize pharmacy dispensing if they believe their personal information 
is at risk. Ultimately, the addition of pharmacy distribution with the proposed requirements will offer 
another option for dispensing mifepristone, alleviating burden associated with the REMS. 


(b) (4) 


The Agency reviewed the REMS in 2021, and per the review team’s conclusions, a REMS modification 
was necessary to remove the in-person dispensing requirement and add a requirement that pharmacies 
that dispense the drug be specially certified; the review team concluded that these changes could occur 
without compromising patient safety. There have been no new safety concerns identified relevant to the 
REMS ETASUs that the applicants proposed modifying in their June 22, 2022 submissions since the REMS 
Modification Notification letters dated 12/16/2021. It is still the position of the review team that the 
proposed modification is acceptable. 


Because the modification proposed include changes to the ETASU of the Mifepristone REMS Program, 
the assessment plan and timetable of assessments were changed. The assessment plan will capture 
information on pharmacy dispensing and provide valuable insight as to whether the program is 
operating as intended Annual assessments are consistent with other approved REMS modifications for 
major modifications necessitating extensive assessment plan changes. 
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As part of the REMS Assessment Plan, the REMS goal and objectives are assessed using Program 
Implementation and Operations Metrics, including REMS Certification Statistics and REMS Compliance 
Data. The metrics will provide information on the number of certified prescribers, certified pharmacies, 
and authorized wholesalers/distributors as well as if mifepristone is dispensed by non-certified 
prescribers or pharmacies. The Sponsors will use the indirect measure of healthcare provider 
certification to address the objective of informing patients of the risk of serious complications of 
mifepristone, due to concerns with prescriber and patient confidentiality. Although we typically assess 
whether patients are informed of the risks identified in a REMS through patient surveys and/or focus 
groups, we agree that the Sponsors’ continued use of the indirect measure of healthcare provider 
certification adequately addresses the Mifepristone REMS Program objective of informing patients. In 
addition, because of these prescriber and patient confidentiality concerns, we believe it is unlikely that 
the Agency would be able to use the typical methods of assessment of patient knowledge and 
understanding of the risks and safe use of mifepristone. 


7. Conclusions and Recommendations 


The review team finds the proposed REMS modification for the Mifepristone REMS Program, as 
submitted on June 22, 2022, and amended on October 19, 2022 (Danco) and October 20, 2022 (GBP), 
November 30, 2022 (both), December 9 (both), and December 16 (both) acceptable. The REMS 
materials were amended to be consistent with the revised REMS document. The review team 
recommends approval of the Mifepristone REMS Program, received on June 22, 2022, and last amended 
on December 16, 2022, and appended to this review. 
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Initial Shared System REMS approval: 04/2019 
Most Recent Modification: 01/2023 


Mifepristone Tablets, 200 mg 
Progestin Antagonist 


RISK EVALUATION AND MITIGATION STRATEGY (REMS) 
SINGLE SHARED SYSTEM FOR MIFEPRISTONE 200 MG 


I. GOAL 


The goal of the REMS for mifepristone is to mitigate the risk of serious complications associated with 
mifepristone by: 


a) Requiring healthcare providers who prescribe mifepristone to be certified in the Mifepristone 
REMS Program. 


b) Ensuring that mifepristone is only dispensed by or under the supervision of certified prescribers, or 
by certified pharmacies on prescriptions issued by certified prescribers. 


c) Informing patients about the risk of serious complications associated with mifepristone. 


Il. REMS ELEMENTS 
A. Elements to Assure Safe Use 
1. Healthcare providers who prescribe mifepristone must be specially certified. 
a. To become specially certified to prescribe mifepristone, healthcare providers must: 
i. Review the Prescribing Information for mifepristone. 


ii. Complete a Prescriber Agreement Form. By signing' a Prescriber Agreement Form, 
prescribers agree that: 


1) They have the following qualifications: 
a) Ability to assess the duration of pregnancy accurately 
b) Ability to diagnose ectopic pregnancies 


c) Ability to provide surgical intervention in cases of incomplete abortion or severe 
bleeding, or to have made plans to provide such care through others, and ability to 
assure patient access to medical facilities equipped to provide blood transfusions and 
resuscitation, if necessary 


2) They will follow the guidelines for use of mifepristone (see b.i-vii below). 


b. Asa condition of certification, prescribers must follow the guidelines for use of mifepristone 
described below: 


i. Ensure that the Patient Agreement Form is reviewed with the patient and the risks of the 
mifepristone treatment regimen are fully explained. Ensure any questions the patient may 
have prior to receiving mifepristone are answered. 


ii. Ensure that the healthcare provider and patient sign the Patient Agreement Form. 


'Tn this REMS, the terms “sign” and “signature” include electronic signatures. 
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iii. Ensure that the patient is provided with a copy of the Patient Agreement Form and 
Medication Guide. 


iv. Ensure that the signed Patient Agreement Form is placed in the patient's medical record. 


v. Ensure that any deaths are reported to the Mifepristone Sponsor that provided the 
mifepristone, identifying the patient by a non-identifiable reference and including the NDC 
and lot number from the package of mifepristone that was dispensed to the patient. 


vi. If mifepristone will be dispensed by a certified pharmacy: 
1) Provide the certified pharmacy a signed Prescriber Agreement Form. 


2) Assess appropriateness of dispensing mifepristone when contacted by a certified 
pharmacy about patients who will receive mifepristone more than 4 calendar days after 
the prescription was received by the certified pharmacy. 


3) Obtain the NDC and lot number of the package of mifepristone the patient received in 
the event the prescriber becomes aware of the death of the patient. 


vil. The certified prescriber who dispenses mifepristone or who supervises the dispensing of 
mifepristone must: 


1) Provide an authorized distributor with a signed Prescriber Agreement Form. 


2) Ensure that the NDC and lot number from each package of mifepristone dispensed are 
recorded in the patient’s record. 


3) Ensure that healthcare providers under their supervision follow guidelines i.-v. 
c. Mifepristone Sponsors must: 


i. Ensure that healthcare providers who prescribe their mifepristone are specially certified in 
accordance with the requirements described above and de-certify healthcare providers who 
do not maintain compliance with certification requirements. 


ii. Ensure prescribers previously certified in the Mifepristone REMS Program complete the 
new Prescriber Agreement Form: 


1) Within 120 days after approval of this modification, for those previously certified 
prescribers submitting prescriptions to certified pharmacies. 


2) Within one year after approval of this modification, if previously certified and ordering 
from an authorized distributor. 


ill. 


= 


Ensure that healthcare providers can complete the certification process by email or fax to an 
authorized distributor and/or certified pharmacy. 


iv. Provide the Prescribing Information and their Prescriber Agreement Form to healthcare 
providers who inquire about how to become certified. 


v. Ensure annually with each certified prescriber that their locations for receiving mifepristone 
are up to date. 


The following materials are part of the Mifepristone REMS Program: 
e Prescriber Agreement Form for Danco Laboratories, LLC 
e Prescriber Agreement Form for GenBioPro, Inc. 


e Patient Agreement Form 
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2. Pharmacies that dispense mifepristone must be specially certified 
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a. To become specially certified to dispense mifepristone, pharmacies must: 


i. Be able to receive Prescriber Agreement Forms by email and fax. 


ii. Be able to ship mifepristone using a shipping service that provides tracking information. 


iil. Designate an authorized representative to carry out the certification process on behalf of the 
pharmacy. 


iv. Ensure the authorized representative oversees implementation and compliance with the 
Mifepristone REMS Program by doing the following: 


1) Review the Prescribing Information for mifepristone. 


2) Complete a Pharmacy Agreement Form. By signing a Pharmacy Agreement Form, the 
authorized representative agrees that the pharmacy will put processes and procedures in 
place to ensure the following requirements are completed: 


a) 
b) 


c) 


d) 


g) 


h) 


j) 
k) 


Verify that the prescriber is certified by confirming their completed Prescriber 
Agreement Form was received with the prescription or is on file with the pharmacy. 


Dispense mifepristone such that it is delivered to the patient within 4 calendar days of 
the date the pharmacy receives the prescription, except as provided in c) below. 


Confirm with the prescriber the appropriateness of dispensing mifepristone for 
patients who will receive the drug more than 4 calendar days after the date the 
pharmacy receives the prescription and document the prescriber’s decision. 


Record in the patient’s record the NDC and lot number from each package of 
mifepristone dispensed. 


Track and verify receipt of each shipment of mifepristone. 
Dispense mifepristone in its package as supplied by the Mifepristone Sponsor. 


Report any patient deaths to the prescriber, including the NDC and lot number from 
the package of mifepristone dispensed to the patient, and remind the prescriber of 
their obligation to report the deaths to the Mifepristone Sponsor that provided the 
mifepristone. Notify the Mifepristone Sponsor that provided the dispensed 
mifepristone that the pharmacy submitted a report of death to the prescriber, 
including the name and contact information for the prescriber and the NDC and lot 
number of the dispensed product. 


Not distribute, transfer, loan or sell mifepristone except to certified prescribers or 
other locations of the pharmacy. 


Maintain records of Prescriber Agreement Forms. 
Maintain records of dispensing and shipping. 


Maintain records of all processes and procedures including compliance with those 
processes and procedures. 


Maintain the identity of the patient and prescriber as confidential, including limiting 
access to patient and prescriber identity only to those personnel necessary to dispense 
mifepristone in accordance with the Mifepristone REMS Program requirements, or as 
necessary for payment and/or insurance purposes. 


m) Train all relevant staff on the Mifepristone REMS Program requirements. 
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n) Comply with audits carried out by the Mifepristone Sponsors or a third party acting 
on behalf of the Mifepristone Sponsors to ensure that all processes and procedures 
are in place and are being followed. 

b. Mifepristone Sponsors must: 


i. Ensure that pharmacies are specially certified in accordance with the requirements described 
above and de-certify pharmacies that do not maintain compliance with certification 
requirements. 


ii. Ensure that pharmacies can complete the certification process by email and fax to an 
authorized distributor. 


i. Verify annually that the name and contact information for the pharmacy’s authorized 
representative corresponds to that of the current designated authorized representative for the 
certified pharmacy, and if different, require the pharmacy to recertify with the new 
authorized representative. 


The following materials are part of the Mifepristone REMS Program: 
e Pharmacy Agreement Form for Danco Laboratories, LLC 
e Pharmacy Agreement Form for GenBioPro, Inc. 


3. Mifepristone must be dispensed to patients with evidence or other documentation of safe use 
conditions as ensured by the certified prescriber in signing the Prescriber Agreement Form. 


a. The patient must sign a Patient Agreement Form indicating that the patient has: 
i. Received, read and been provided a copy of the Patient Agreement Form. 


ii. Received counseling from the healthcare provider regarding the risk of serious complications 
associated with mifepristone. 


B. Implementation System 
1. Mifepristone Sponsors must ensure that their mifepristone is only distributed to certified prescribers and 
certified pharmacies by: 
a. Ensuring that distributors who distribute their mifepristone comply with the program 
requirements for distributors. 
i. The distributors must put processes and procedures in place to: 
1) Complete the certification process upon receipt of a Prescriber Agreement Form or 
Pharmacy Agreement Form. 


2) Notify healthcare providers and pharmacies when they have been certified by the 
Mifepristone REMS Program. 


3) Ship mifepristone only to certified pharmacies or locations identified by certified 
prescribers. 


4) Not ship mifepristone to pharmacies or prescribers who become de-certified from the 
Mifepristone REMS Program. 


5) Provide the Prescribing Information and their Prescriber Agreement Form to healthcare 
providers who (1) attempt to order mifepristone and are not yet certified, or (2) inquire 
about how to become certified. 


ii. Put processes and procedures in place to maintain a distribution system that is secure, 
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confidential and follows all processes and procedures, including those for storage, handling, 
shipping, tracking package serial numbers, NDC and lot numbers, proof of delivery and 
controlled returns of mifepristone. 


iii. Train all relevant staff on the Mifepristone REMS Program requirements. 


iv. Comply with audits by Mifepristone Sponsors or a third party acting on behalf of 
Mifepristone Sponsors to ensure that all processes and procedures are in place and are being 
followed for the Mifepristone REMS Program. In addition, distributors must maintain 
appropriate documentation and make it available for audits. 


b. Ensuring that distributors maintain secure and confidential distribution records of all shipments 
of mifepristone. 


2. Mifepristone Sponsors must monitor their distribution data to ensure compliance with the 
Mifepristone REMS Program. 


3. Muifepristone Sponsors must ensure that adequate records are maintained to demonstrate that the 
Mifepristone REMS Program requirements have been met, including, but not limited to records of 
mifepristone distribution; certification of prescribers and pharmacies; and audits of pharmacies and 
distributors. These records must be readily available for FDA inspections. 


4. Mifepristone Sponsors must audit their new distributors within 90 calendar days and annually 
thereafter after the distributor is authorized to ensure that all processes and procedures are in place 
and functioning to support the requirements of the Mifepristone REMS Program. Mifepristone 
Sponsors will take steps to address their distributor compliance if noncompliance is identified. 


5. Mifepristone Sponsors must audit their certified pharmacies within 180 calendar days after the 
pharmacy places its first order of mifepristone, and annually thereafter audit certified pharmacies that 
have ordered mifepristone in the previous 12 months, to ensure that all processes and procedures are 
in place and functioning to support the requirements of the Mifepristone REMS Program. 

Mifepristone Sponsors will take steps to address their pharmacy compliance if noncompliance is 

identified. 


6. Mifepristone Sponsors must take reasonable steps to improve implementation of and compliance with 
the requirements of the Mifepristone REMS Program based on monitoring and assessment of the 
Mifepristone REMS Program. 


7. Muifepristone Sponsors must report to FDA any death associated with mifepristone whether or not 
considered drug-related, as soon as possible but no later than 15 calendar days from the initial receipt 
of the information by the Mifepristone Sponsor. This requirement does not affect the sponsors’ other 
reporting and follow-up requirements under FDA regulations. 


C. Timetable for Submission of Assessments 


The NDA Sponsor must submit REMS assessments to FDA one year from the date of the approval of the 
modified REMS (1/3/2023) and annually thereafter. To facilitate inclusion of as much information as 
possible while allowing reasonable time to prepare the submission, the reporting interval covered by each 
assessment should conclude no earlier than 90 calendar days before the submission date for that 
assessment. The NDA Sponsor must submit each assessment so that it will be received by the FDA on or 
before the due date. 
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MIFEPREX® (Mifepristone) Tablets, 200 mg 


PRESCRIBER AGREEMENT FORM 


Mifeprex* (Mifepristone) Tablets, 200 mg, is indicated, in a regimen with misoprostol, for the medical 
termination of intrauterine pregnancy through 70 days gestation. Please see Prescribing Information and 
Medication Guide for complete safety information. 


To become a certified prescriber, you must: 
e If you submit Mifeprex prescriptions for dispensing from certified pharmacies: 


o Submit this form to each certified pharmacy to which you intend to submit Mifeprex prescriptions. 
The form must be received by the certified pharmacy before any prescriptions are dispensed by 
that pharmacy. 


e If you order Mifeprex for dispensing by you or healthcare providers under your supervision: 


o Submit this form to the distributor. This form must be received by the distributor before the first 
order will be shipped to the healthcare setting. 


o Healthcare settings, such as medical offices, clinics, and hospitals, where Mifeprex will be 
dispensed by or under the supervision of a certified prescriber in the Mifepristone REMS 
Program do not require pharmacy certification. 


Prescriber Agreement: By signing this form, you agree that you meet the qualifications below and will 
follow the guidelines for use. You are responsible for overseeing implementation and compliance with the 
Mifepristone REMS Program. You also understand that if the guidelines below are not followed, the 
distributor may stop shipping mifepristone to the locations that you identify and certified pharmacies may 
stop accepting your mifepristone prescriptions. 


Mifepristone must be provided by or under the supervision of a certified prescriber who meets the 
following qualifications: 


e Ability to assess the duration of pregnancy accurately. 
e Ability to diagnose ectopic pregnancies. 


e Ability to provide surgical intervention in cases of incomplete abortion or severe bleeding, or have 
made plans to provide such care through others, and be able to assure patient access to medical 
facilities equipped to provide blood transfusions and resuscitation, if necessary. 


e Has read and understood the Prescribing Information for mifepristone. The Prescribing Information is 
available by calling 1-877-4 EARLY OPTION (1-877-432-7596 toll-free), or by visiting 
www.earlyoptionpill.com. 

In addition to meeting these qualifications, you also agree to follow these guidelines for use: 


e Ensure that the Patient Agreement Form is reviewed with the patient and the risks of the mifepristone 
treatment regimen are fully explained. Ensure any questions the patient may have prior to receiving 
mifepristone are answered. 


e Ensure the healthcare provider and patient sign the Patient Agreement Form. 
e Ensure that the patient is provided with a copy of the Patient Agreement Form and Medication Guide. 
e Ensure that the signed Patient Agreement Form is placed in the patient's medical record. 


e Ensure that any deaths of patients who received Mifeprex are reported to Danco Laboratories, LLC, 
identifying the patient by a non-identifiable reference and including the NDC and lot number from the 
package of Mifeprex that was dispensed to the patient. 


*MIFEPREX is a registered trademark of Danco Laboratories, LLC 


DANCO P.O. Box 4816-New York, NY 10185 


Support: Progress* Options 1-877-4-EARLY-OPTION (1-877-432-7596) www.earlyoptionpill.com 
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Ensure that healthcare providers under your supervision follow the guidelines listed above. 
e If Mifeprex will be dispensed through a certified pharmacy: 


o Assess appropriateness of dispensing Mifeprex when contacted by a certified pharmacy about 
patients who will receive Mifeprex more than 4 calendar days after the prescription was received 
by the certified pharmacy. 


o Obtain the NDC and lot number of the package of Mifeprex the patient received in the event the 
prescriber becomes aware of the death of a patient. 


e If Mifeprex will be dispensed by you or by healthcare providers under your supervision: 


o Ensure the NDC and lot number from each package of Mifeprex are recorded in the patient's 
record. 


| understand that a certified pharmacy may dispense mifepristone made by a different manufacturer than 
that stated on this Prescriber Agreement Form. 


Print Name: Title: 
Signature: Date: 
Medical License # State 
NPI # ———————————————— 


Practice Setting Address: 
Return completed form to Mifeprex@dancodistributor.com or fax to 1-866-227-3343. 


Approved 01/2023 [Doc control ID] 


*MIFEPREX is a registered trademark of Danco Laboratories, LLC 


DANCO P.O. Box 4816-New York, NY 10185 


Support: Progress* Options 1-877-4-EARLY-OPTION (1-877-432-7596) www.earlyoptionpill.com 
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PRESCRIBER AGREEMENT FORM Mifepristone Tablets, 200 mg 


Mifepristone Tablets, 200 mg, is indicated, in a regimen with misoprostol, for the medical termination of 
intrauterine pregnancy through 70 days gestation. Please see Prescribing Information and Medication 
Guide for complete safety information. 


To become a certified prescriber, you must: 
e If you submit mifepristone prescriptions for dispensing from certified pharmacies: 


o Submit this form to each certified pharmacy to which you intend to submit mifepristone 
prescriptions. The form must be received by the certified pharmacy before any prescriptions are 
dispensed by that pharmacy. 


e If you order mifepristone for dispensing by you or healthcare providers under your 
supervision: 
o Submit this form to the distributor. This form must be received by the distributor before the first 
order will be shipped to the healthcare setting. 


o Healthcare settings, such as medical offices, clinics, and hospitals, where mifepristone will be 
dispensed by or under the supervision of a certified prescriber in the Mifepristone REMS 
Program do not require pharmacy certification. 


Prescriber Agreement: By signing this form, you agree that you meet the qualifications below and will 
follow the guidelines for use. You are responsible for overseeing implementation and compliance with the 
Mifepristone REMS Program. You also understand that if the guidelines below are not followed, the 
distributor may stop shipping mifepristone to the locations that you identify and certified pharmacies may 
stop accepting your mifepristone prescriptions. 


Mifepristone must be provided by or under the supervision of a certified prescriber who meets the 
following qualifications: 


e Ability to assess the duration of pregnancy accurately. 
e Ability to diagnose ectopic pregnancies. 


e Ability to provide surgical intervention in cases of incomplete abortion or severe bleeding, or have 
made plans to provide such care through others, and be able to assure patient access to medical 
facilities equipped to provide blood transfusions and resuscitation, if necessary. 


e Has read and understood the Prescribing Information for mifepristone. The Prescribing Information is 
available by calling 1-855-MIFE-INFO (1-855—643-3463 toll-free), or by visiting www.Mifelnfo.com. 
In addition to meeting these qualifications, you also agree to follow these guidelines for use: 


e Ensure that the Patient Agreement Form is reviewed with the patient and the risks of the mifepristone 
treatment regimen are fully explained. Ensure any questions the patient may have prior to receiving 
mifepristone are answered. 


e Ensure the healthcare provider and patient sign the Patient Agreement Form. 
e Ensure that the patient is provided with a copy of the Patient Agreement Form and Medication Guide. 
e Ensure that the signed Patient Agreement Form is placed in the patient's medical record. 


e Ensure that any deaths of patients who received mifepristone are reported to GenBioPro, Inc. that 
provided the mifepristone, identifying the patient by a non-identifiable reference and including the 
NDC and lot number from the package of mifepristone that was dispensed to the patient. 


Ensure that healthcare providers under your supervision follow the guidelines listed above. 


pe 


4 é GenBioPro GenBioPro Inc. - PO Box 32011 - Las Vegas, NV 89103 
aw PUTTING ACCESS INTO PRACTICE 1-855-MIFE-INFO (1-855-643-3463) - www.Mifelnfo.com 
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e If mifepristone will be dispensed through a certified pharmacy: 


o Assess appropriateness of dispensing mifepristone when contacted by a certified pharmacy 
about patients who will receive mifepristone more than 4 calendar days after the prescription 
was received by the certified pharmacy. 


o Obtain the NDC and lot number of the package of mifepristone the patient received in the event 
the prescriber becomes aware of the death of a patient. 


e If mifepristone will be dispensed by you or by healthcare providers under your supervision: 


o Ensure the NDC and lot number from each package of mifepristone are recorded in the patient’s 
record. 


| understand that a certified pharmacy may dispense mifepristone made by a different manufacturer than 
that stated on this Prescriber Agreement Form. 

Print Name: Title: 

Signature: Date: 

Medical License # State 

NPI # 

Practice Setting Address: 

Return completed form to RxAgreements@GenBioPro.com or fax to 1-877-239-8036 


Approved 01/2023 [Doc control ID] 


pe 
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PATIENT AGREEMENT FORM Mifepristone Tablets, 200 mg 


Healthcare Providers: Counsel the patient on the risks of mifepristone. Both you and the patient must 
provide a written or electronic signature on this form. 


Patient Agreement: 


1. | have decided to take mifepristone and misoprostol to end my pregnancy and will follow my 
healthcare provider's advice about when to take each drug and what to do in an emergency. 


2. | understand: 
a. | will take mifepristone on Day 1. 
b. | will take the misoprostol tablets 24 to 48 hours after | take mifepristone. 


3. My healthcare provider has talked with me about the risks, including: 
e heavy bleeding 
e infection 


4. | will contact the clinic/office/provider right away if in the days after treatment | have: 

¢ a fever of 100.4°F or higher that lasts for more than four hours 

¢ heavy bleeding (soaking through two thick full-size sanitary pads per hour for two hours in a 
row) 

¢ severe stomach area (abdominal) pain or discomfort, or | am “feeling sick,” including weakness, 
nausea, vomiting, or diarrhea, more than 24 hours after taking misoprostol 
— these symptoms may be a sign of a serious infection or another problem (including an 
ectopic pregnancy, a pregnancy outside the womb). 


My healthcare provider has told me that these symptoms listed above could require emergency 
care. If | cannot reach the clinic/office/provider right away, my healthcare provider has told me who 
to call and what to do. 


5. | should follow up with my healthcare provider about 7 to 14 days after | take mifepristone to be sure 
that my pregnancy has ended and that | am well. 


6. | know that, in some cases, the treatment will not work. This happens in about 2 to 7 out of 100 
women who use this treatment. If my pregnancy continues after treatment with mifepristone and 
misoprostol, | will talk with my provider about a surgical procedure to end my pregnancy. 


7. If | need a surgical procedure because the medicines did not end my pregnancy or to stop heavy 
bleeding, my healthcare provider has told me whether they will do the procedure or refer me to 
another healthcare provider who will. 


| have the MEDICATION GUIDE for mifepristone. 


My healthcare provider has answered all my questions. 


Patient Signature: Patient Name (print): Date: 


Provider Signature: Provider Name (print): Date: 


Patient Agreement Forms may be provided, completed, signed, and transmitted in paper or electronically. 
01/2023 
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MIFEPREX®(Mifepristone) Tablets, 200mg 
PHARMACY AGREEMENT FORM 


Pharmacies must designate an authorized representative to carry out the certification process and oversee 
implementation and compliance with the Mifepristone REMS Program on behalf of the pharmacy. 


Healthcare settings, such as medical offices, clinics, and hospitals, where mifepristone will be dispensed by or 
under the supervision of a certified prescriber in the Mifepristone REMS Program do not require pharmacy 
certification. 


By signing this form, as the Authorized Representative | certify that: 

e Each location of my pharmacy that will dispense Mifeprex is able to receive Prescriber Agreement Forms by 
email and fax. 

e Each location of my pharmacy that will dispense Mifeprex is able to ship Mifeprex using a shipping service 
that provides tracking information. 

e | have read and understood the Prescribing Information for Mifeprex. The Prescribing Information is available 
by calling 1-877-4 EARLY OPTION (1-877-432-7596 toll-free) or online at www.earlyoptionpill.com; and 

e Each location of my pharmacy that will dispense Mifeprex will put processes and procedures in place to 
ensure the following requirements are completed. | also understand that if my pharmacy does not complete 
these requirements, the distributor may stop accepting Mifeprex orders. 


(e) 


oC O00 0 


Verify that the prescriber is certified in the Mifepristone REMS Program by confirming their completed 
Prescriber Agreement Form was received with the prescription or is on file with your pharmacy. 
Dispense Mifeprex such that it is delivered to the patient within 4 calendar days of the date the pharmacy 
receives the prescription, except as provided in the following bullet. 

Confirm with the prescriber the appropriateness of dispensing Mifeprex for patients who will receive the 
drug more than 4 calendar days after the date the pharmacy receives the prescription and document the 
prescriber’s decision. 

Record in the patient’s record the NDC and lot number from each package of Mifeprex dispensed. 
Track and verify receipt of each shipment of Mifeprex. 

Dispense mifepristone in its package as supplied by Danco Laboratories, LLC. 

Report any patient deaths to the prescriber, including the NDC and lot number from the package of 
Mifeprex dispensed to the patient, and remind the prescriber of their obligation to report the deaths to 
Danco Laboratories, LLC. Notify Danco that your pharmacy submitted a report of death to the prescriber, 
including the name and contact information for the prescriber and the NDC and lot number of the 
dispensed product. 

Not distribute, transfer, loan or sell mifepristone except to certified prescribers or other locations of the 
pharmacy. 

Maintain records of Prescriber Agreement Forms, dispensing and shipping, and all processes and 
procedures including compliance with those processes and procedures. 

Maintain the identity of Mifeprex patients and prescribers as confidential and protected from disclosure 
except to the extent necessary for dispensing under this REMS or as necessary for payment and/or 
insurance. 

Train all relevant staff on the Mifepristone REMS Program requirements. 

Comply with audits carried out by the Mifepristone Sponsors or a third party acting on behalf of the 
Mifepristone Sponsors to ensure that all processes and procedures are in place and are being followed. 


Any new authorized representative must complete and submit the Pharmacy Agreement Form. 


Authorized Representative Name: Title: 


DANCO *MIFEPREX is a registered trademark of Danco Laboratories, LLC 


Support*Progress* Options P.O. Box 4816-New York, NY 10185 


1-877-4-EARLY-OPTION (1-877-432-7596) www.earlyoptionpill.com 
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Signature: Date: 


Email: Phone: Preferred _ email__ phone 
Pharmacy Name: 


Pharmacy Address: 
Return completed form to Mifeprex@dancodistributor.com or fax to 1-866-227-3343. 


DANCO *MIFEPREX is a registered trademark of Danco Laboratories, LLC 


Supports Progress* Options P.O. Box 4816-New York, NY 10185 
1-877-4-EARLY-OPTION (1-877-432-7596) www.earlyoptionpill.com 
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PHARMACY AGREEMENT FORM Mifepristone Tablets, 200 mg 


Pharmacies must designate an authorized representative to carry out the certification process and oversee 
implementation and compliance with the Mifepristone REMS Program on behalf of the pharmacy. 


Healthcare settings, such as medical offices, clinics, and hospitals, where mifepristone will be dispensed by or 
under the supervision of a certified prescriber in the Mifepristone REMS Program do not require pharmacy 
certification. 


By signing this form, as the Authorized Representative | certify that: 

e Each location of my pharmacy that will dispense mifepristone is able to receive Prescriber Agreement Forms 
by email and fax. 

e Each location of my pharmacy that will dispense mifepristone is able to ship mifepristone using a shipping 
service that provides tracking information. 

e |have read and understood the Prescribing Information for mifepristone. The Prescribing Information is 
available by calling 1-855-MIFE-INFO (1-855-643-3463 toll-free) or online at www.Mifelnfo.com; and 

e Each location of my pharmacy that will dispense mifepristone will put processes and procedures in place to 
ensure the following requirements are completed. | also understand that if my pharmacy does not complete 
these requirements, the distributor may stop accepting mifepristone orders. 

o Verify that the prescriber is certified in the Mifepristone REMS Program by confirming their completed 

Prescriber Agreement Form was received with the prescription or is on file with your pharmacy. 

o Dispense mifepristone such that it is delivered to the patient within 4 calendar days of the date the 

pharmacy receives the prescription, except as provided in the following bullet. 

o Confirm with the prescriber the appropriateness of dispensing mifepristone for patients who will receive 
the drug more than 4 calendar days after the date the pharmacy receives the prescription and document 
the prescriber’s decision. 

Record in the patient’s record the NDC and lot number from each package of mifepristone dispensed. 

Track and verify receipt of each shipment of mifepristone. 

Dispense mifepristone in its package as supplied by GenBioPro, Inc. 

Report any patient deaths to the prescriber, including the NDC and lot number from the package of 

mifepristone dispensed to the patient, and remind the prescriber of their obligation to report the deaths to 

GenBioPro, Inc. Notify GenBioPro that your pharmacy submitted a report of death to the prescriber, 

including the name and contact information for the prescriber and the NDC and lot number of the 

dispensed product. 

o Not distribute, transfer, loan or sell mifepristone except to certified prescribers or other locations of the 
pharmacy. 

o Maintain records of Prescriber Agreement Forms, dispensing and shipping, all processes and procedures 
including compliance with those processes and procedures. 

o Maintain the identity of mifepristone patients and prescribers as confidential and protected from 
disclosure except to the extent necessary for dispensing under this REMS or as necessary for payment 
and/or insurance purposes. 

o Train all relevant staff on the Mifepristone REMS Program requirements. 

Comply with audits carried out by the Mifepristone Sponsors or a third party acting on behalf of the 

Mifepristone Sponsors to ensure that all processes and procedures are in place and are being followed. 


Oo 00 0 


Any new authorized representative must complete and submit the Pharmacy Agreement Form. 


Authorized Representative Name: Title: 
Signature: Date: 
Email: Phone: Preferred _ email__ phone 


Pharmacy Name: 
Pharmacy Address: 
Return completed form to RxAgreements@GenBioPro.com or fax to 1-877-239-8036. 
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The REMS Assessment Plan must include but is not limited to the following items. 


Program Implementation and Operations 
1. REMS Certification Statistics 


a. Prescribers 


i. Number of certified prescribers who have certified with the Sponsor’s distributor(s) 
and number who have submitted Prescriber Agreement Forms to Certified 
Pharmacies 


ii. | Number and percentage of newly certified prescribers 


iii. | Number and percentage of active certified prescribers (i.e., who ordered mifepristone 
or submitted a prescription during the reporting period) 


b. Pharmacies 
i. Number of certified pharmacies 
ii. | Number and percentage of newly certified pharmacies 


iii. | Number and percentage of active certified pharmacies (i.e., that dispensed 
mifepristone during the reporting period) 


c. Wholesalers/Distributors 
i. Number of authorized wholesalers/distributors 
ii. | Number and percentage of newly authorized wholesalers/distributors 


iii. | Number and percentage of active authorized wholesalers/distributors (i.e. that shipped 
mifepristone during the reporting period) 


2. Utilization Data 


a. Total number of tablets shipped by wholesalers/distributors, stratified by Certified 
Prescriber or Certified Pharmacy location 


b. Number of prescriptions dispensed from pharmacies 


3. REMS Compliance Data 


a. Audits: Summary of audit activities for each stakeholder (i.e., certified pharmacies and 
wholesalers/distributors) including but not limited to: 


i. Acopy of the final audit plan for each stakeholder type (provide for the current 

reporting period) 

ii. The number of audits expected, and the number of audits performed 

iii. |The number and type of deficiencies noted 

iv. For those with deficiencies noted, report the corrective and preventive actions 
(CAPAs) required, if any, to address the deficiencies, including the status (e.g., 
completed, not completed, in progress) (provide for the current reporting period) 

v. For any stakeholders that did not complete the CAPA within the timeframe specified 
in the audit plan, describe actions taken (provide for the current reporting period) 
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vi. 


A summary report of all resulting changes to processes and procedures necessary to 
ensure compliance with the REMS requirements (provide for the current reporting 
period) 


b. A summary report of non-compliance, associated corrective action plans (CAPAs), and 
the status of CAPAs including but not limited to: 


1. 


il. 


ill. 
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A copy of the final non-compliance plans for Pharmacies and Distributors (provide 

for the current reporting period) 

For each instance of noncompliance below (iii-v), report the following information 

(provide for the current reporting period): 

1. A unique, anonymized ID for the stakeholder(s) associated with the non- 
compliance event to enable tracking over time 

2. The source of the non-compliance data (e.g., self-reported, audit, other) 

3. A root cause analysis of the non-compliance 

4. Actions to prevent future occurrences and outcomes of such actions 

Prescriber compliance 

1. Number and percentage of certified prescribers who became decertified as a result 
of non- compliance 
¢ Provide a summary of reasons for decertification (provide for the current 

reporting period) 

2. Summary and analysis of any program deviations and corrective actions taken 
(provide for the current reporting period) 

Pharmacy compliance 

1. Number and percentage of prescriptions dispensed that were written by 

prescriber(s) who did not submit a Prescriber Agreement to the dispensing 

Certified Pharmacy 

2. Number and percentage of mifepristone tablets dispensed by non-certified 

pharmacies 


3. Number and percentage of pharmacies that became decertified as a result of non- 
compliance 
¢ Provide a summary of reasons for decertification (provide for the current 

reporting period) 

4. An assessment of prescription delivery timelines, including percentage delivered 
more than four days after receipt of the prescription, duration and causes for 
delay. A proposal for this assessment will be submitted within 60 days of the 
approval of the REMS Modification. 


5. Summary and analysis of any program deviations and corrective actions taken 
(provide for the current reporting period) 


Wholesaler/distributor compliance 


1. Number of healthcare providers who successfully ordered mifepristone who were 
not certified 


Number of non-certified pharmacies that successfully ordered mifepristone 
3. Number of shipments sent to non-certified prescriber receiving locations 
Number of shipments sent to non-certified pharmacy receiving locations 


Case 1:23-cv-03026-TOR ECF No. 51-8 filed 03/17/23 PagelD.1412 Page 40 of 41 


5. Summary and analysis of any program deviations and corrective actions taken 
(provide for the current reporting period) 


The requirements for assessments of an approved REMS under section 505-1(g)(3) include with 
respect to each goal included in the strategy, an assessment of the extent to which the approved 
strategy, including each element of the strategy, is meeting the goal or whether one or more such 
goals or such elements should be modified. 
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This is a representation of an electronic record that was signed 
electronically. Following this are manifestations of any and all 
electronic signatures for this electronic record. 


(b) (6) 


01/03/2023 05:18:27 PM 


(b) (6) 


01/03/2023 05:19:15 PM 


(b) (6) 


01/03/2023 05:24:28 PM 


(b) (6) 


01/03/2023 05:27:04 PM 


(b) (6) 


01/03/2023 05:27:58 PM 


(b) (6) 


01/03/2023 05:29:45 PM 


(b) (6) 


01/03/2023 05:33:47 PM 
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